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B. Preparation of N-(4-bromophenyl)-N'-(4-[(2-aminosulfonyl)phenyl]phenyl)- 
maleamic amide. 

To a solution of 4-bromoaniline (93 mg, 0.543 mmol) in CH2C12 (5 mL) at room 
5 temperature, trimethylaluminum (0.82 mL, 2.0 M in hexane, 1.64 mmol) was added 
dropwise. After the solution was stirred for 30 min at room temperature, compound 
N-(4-[(2-tert-butylaminosulfonyl)phenyl] phenyl)maleamic methyl ester (113 mg, 
0.272 mmol) was added. The mixture was stirred at room temperature for 2 days. The 
solution was neutralized with IN HC1 to pH 2-3. Water and CH2C12 were added, and 

10 organic phase was separated, dried over Na2S04, concentrated in vacuo. The residue 
was dissolved in TFA (4 mL). It was allowed to stand at room temperature overnight. 
TFA was removed in vacuo. The residue was purified by HPLC using a gradient of 
5% CH3CN in H20 (containing 0.1% TFA) to 95% CH3CN over 60 min. Fractions 
containing the desired product were pooled, and lyophilized to give a powder (8 mg, 

15 yield: 6%). MS 500 and 502 (M + H), 522 and 524 (M + Na). 'H NMR (CD30D) 
8.09 (d, 1H, J = 8 Hz), 7.68 (d, 2H, J = 8 Hz), 7.64 - 7.28 (m, 9H), 6.45 (AB type, 
2H). 

Examples 44 W$ 4g 

20 

Preparation of N ! -(5-bromopyridin~2-yl)-N 4 -(4-[(2-aininosulfonyl)phenyl] 
phenyl)-2-methylmaIeamic amide and N ! -(5-bromopyridin-2-yI)-N 4 -(4-[(2- 
aminosulfonyl)phenyl]phenyl)-3-methylmaleamic amide. 




A. Preparation of N-(5-bromopyridin-2-yl)-methylmaleimide. 

A mixture of citraconic anhydride (1.00 mL, 11.1 mmol) and 2-amino-5- 

bromopyridine (1.93 g, 1 1.2 mmol) in toluene (60 mL) was heated to reflux overnight. 
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The solution was cooled down, filtered. The filtrate was concentrated in vacuo to give 
a solid (2.10 g, yield: 71%). MS 267 and 269 (M + H). 

B. Preparation of N 1 -(5-bromopyridin-2-yl)-N 4 -(4-[(2-aminosuIfonyl)phenyl] phenyl)- 
5 2-methylmaleamic amide and N 1 -(5-bromopyridin-2-yl)-N 4 -(4-[(2- 
aminosulfonyl)phenyl]phenyl)-3-methylmaleamic amide. 

To the solution of 4-(2-aminosulfonylphenyl)aniline (0.170 g, 0.685 mmol) in 
CH2C12 (10 mL) at room temperature, trimethylaluminum (2.0 M in hexane, 2.00 

10 mL, 4.00 mmol) was added dropwise, during which time, white gel-like precipitates 
came out the solution. It was stirred for 30 min. A solution of N-(5-bromopyridin-2- 
yl)-methylmaleimide (0.122 g, 0.457 mmol) in CH2C12 (5 mL) was added. It was 
stirred for 1 hour, during which time the precipitates started to dissolve, and the 
solution became clear. It was stirred for another 2 hours. IN HC1 was added to 

15 neutralize the solution to pH 2-3, which resulted in precipitation. The precipitates 
were collected by filtration, dried on vacuum. The precipitates (75 mg, yield: 32%) 
were a mixture of 2-methyl and 3-methylmaleamic amide isomers in a ratio of 1 : 5. 
MS 515 and 517 (M + H), 537 and 539 (M + Na). 

20 Example 46 

N-(5-bromo-2-pyridinyl)-(2-(4-[(2- 

aminosulfonyl)phenyl]phenylcarbonyl)amino)-4-nitrophenylcarboxamide. 



Step 1: A solution of 2-amino-4-nitrobenzoic acid (182 mg, 1 mmol, 1 equiv) in 10 
mL of methanol was treated with thionyl chloride in portions until complete reaction. 
The solvent was evaporated and the residue was dissolved in 10 mL of pyridine. To 
the solution were added 4-[(2-t-butylaminosulfonyl)phenyl]benzoic acid (330 mg, 1 




25 
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equiv) and POCl 3 (0.93 mL, 10 equiv). The resulting mixture was stirred at it 
overnight, quenched by slow addition of water, and extracted with EtOAc. The 
organic layer was dried over MgS0 4 , filtered and flash chromatographied to give 
methyl 2-(4-[(2-t-butylaminosulfonyl)phenyl]phenylcarbonyl)amino-4-nitrobenzoate 
5 (430 mg, 84%). MS found for C 25 H 26 N 3 0 7 S (M+H) + : 512. 

Step 2: To A solution of 2-amino-5-bromopridine (135 mg, 4.0 equiv) in 5 mL of 
methylene chloride treated with AlMe 3 (2M in hexane, 1 mL, 10 equiv) for 30 min 
was added methyl 2-(4-[(2-t-butylaminosulfonyl)phenyl]phenylcarbonyl)amino-4- 

10 nitrobenzoate (100 mg, 0.2 mmol, 1 equiv). The mixture was stirred at rt overnight, 
quenched with saturated aqueous potassium sodium tartrate. The organic layer was 
dried over MgS0 4 , filtered, evaporated and refluxed in 2 mL of trifluoroacetic acid for 
30 min. TFA was then evaporated and HPLC (CI 8 reversed phase) eluting with 0.5% 
TFA in H 2 0/CH 3 CN gave N-(5-bromo-2-pyridinyl)-(2-(4-[(2- 

15 aminosulfonyl)phenyl]phenylcarbonyl)amino)-4-nitrophenylcarboxamide (42 mg, 
36%). MS found for C 25 H 19 BrN 5 0 6 S (M+H) + : 596. 

Examples 47-49 

The following compounds of Examples 47-49 were prepared according to the 
20 procedure described in example 46. 




E xample 47 



Ex£mpk_4£ 




MS (M+H): 
552 



MS (M+H): 
596 



MS (M+H): 
552 
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Example 50 

N-(5-bromo-2-pyridinyl)-(2-(4-[(2- 

aminosulfonyl)phenyl]phenylcarbonyl)amino)-4-aminophenyIcarboxamide, 

5 



A solution of N-(5-bromo-2-pyridinyl)-(2-(4-[(2-t- 

butylsulfonyl)phenyl]phenylcarbonyl) amino)-4-nitrophenylcarboxamide (65 mg, 0. 1 
mmol, 1 equiv) in 10 mL of EtOAc was treated with SnCl 2 2H 2 0 (90 m g, 4 equiv) at 
reflux for 4 h. The volatile was evaporated and the residue was redissolved in EtOAc, 

10 washed with saturated aqueous NaHC0 3 and IN NaOH. The organic layer was dried 
over MgS0 4 , filtered and evaporated to give N-(5-bromo-2-pyridinyl)-(2-(4-[(2-t- 
butylsulfonyl)phenyl]phenylcarbonyl) amino)-4-aminophenyl carboxamide, which 
was refluxed with 2 mL of TFA for lh. After removal of TFA by rotavap, the residue 
was purified by HPLC (CI 8 reversed phase) eluting with 0.5% TFA in H 2 0/CH 3 CN 

1 5 to give N-(5-bromo-2-pyridinyl)-(2-(4-[(2- 

aminosulfonyl)phenyl]phenylcarbonyl)amino)-4-aminophenylcarboxamide (47 mg, 
84%). MS found for C 25 H 21 BrN 5 0 4 S (M+H) + : 566. 

Example 51 

20 

N-(5-chloro-2-pyridinyl)-(2-(4-[(2- 

aminosulfonyl)phenyl]phenylcarbonyI)amino)-4-aminophenylcarboxamide. 




S0 2 NH 2 



NH 2 
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This compound was prepared according to the procedure described in example 50. MS 
found for C 25 H 21 C1N 5 0 4 S (M+H) + : 522. 



Example 52 

5 

N-(5-bromo-2-pyridinyl)-(2-(4-[(2- 
aminosulfonyl)phenyl]phenylcarbonyl)amino)-4- 
methylsulfonylaminophenylcarboxamide. 




A solution of N-(5-bromo-2-pyridinyl)-(2-(4-[(2-t- 

butylsulfonyl)phenyl]phenylcarbonyl) amino)-4-aminophenyl carboxamide (62 mg, 
O.lmmol, 1 equiv) in 3 mL of CH 2 C1 2 was treated with MsCl (23 mg, 2 equiv) and 
TEA (0.5 mL) at rt for 4 h. The mixture was washed with water and dried over 

15 MgS0 4 , filtered and evaporated. The residue was refluxed with 2 mL of TFA for lh. 
After removal of TFA by rotavap, the residue was purified by HPLC (CI 8 reversed 
phase) eluting with 0.5% TFA in H 2 0/CH 3 CN to give N-(5-bromo-2-pyridinyl)-(2-(4- 
[(2-aminosulfonyl)phenyl]phenylcarbonyl)amino)-4- 
methylsulfonylaminophenylcarboxamide (33 mg, 52%). MS found for 

20 C 26 H 23 BrN 5 0 6 S2 (M+H) + : 644. 



WO 01/19788 



PCT/US00/25196 



105 



Example 53 



N-(5-chloro-2-pyridinyl)-(2-(4-[(2- 
aminosulfonyl)phenyl]phenylcarbonyl)amino)-4- 
5 methylsulfonylaminophenylcarboxamide. 




S0 2 NH 2 



NHS0 2 Me 



CI 



This compound was prepared according to the procedure described in example 53. MS 
found for C 26 H 23 C1N 3 0 6 S 2 (M+H) + : 600. 

10 Example 54 

N-(5-bromo-2-pyridinyl)-(2-(4-[(2- 

aminosulfonyI)phenylJphenylcarbonyl)amino)-5-aminophenylcarboxamide. 



This compound was prepared according to the procedure described in example 50. 
MS found for C 25 H 21 BrN 5 0 4 S (M+H) + : 566. 




15 
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Example 55 

N-(5-chIoro-2-pyridinyl)-(2-(4-[(2- 

aminosulfonyl)phenyl]phenyIcarbonyl)amino)-5-aminophenylcarboxamide. 




This compound was prepared according to the procedure described in example 50. MS 
found for C 25 H 21 C1N 5 0 4 S (M+H) + : 522. 

10 

Example 56 

N-(5-bromo-2-pyridinyl)-(2-(4-amidinophenylcarbonyl)amino)- 
phenylcarboxamide. 




Step 1: A mixture of N-(5-bromo-2-pyridinyl)-(2-amino)phenylcarboxamide (292 mg, 
1 mmol, 1.0 equiv), 4-cyano benzoyl chloride (165 mg, 1 equiv), pyridine (3 mL) in 
10 mL of dichloromethane was stirred at rt overnight, washed with H 2 0. The organic 
20 layer was dried over MgS0 4 , filtered, evaporated to give N-(5-bromo-2-pyridinyl)-(2- 
(4-cyanophenylcarbonyl)amino)-phenylcarboxamide (349 mg, 70%). MS found for 
C 20 H 14 BrN 4 O 2 (M+H) + : 421. 
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Step 2: A stream of HCl(g) was bubbled through a 0°C solution of N-(5-bromo-2- 
pyridinyl)-(2-(4-cyanophenylcarbonyl)amino)-phenylcarboxamide (49 mg, 0.1 mmol) 
in 5 mL of methanol until saturation. The mixture was stirred at rt overnight and 
5 evaporated. The resulting residue was treated with ammonium acetate (40 mg) in 10 
ml methanol at reflux temperature for 2 h. The solvent was removed at reduced 
pressure and the crude benzamidine was purified by HPLC (CI 8 reversed phase) 
eluting with 0.5% TFA in H 2 0/CH 3 CN to give N-(5-bromo-2-pyridinyl)-(2-(4- 
amidinophenylcarbonyl)amino)-phenylcarboxamide (31 mg, 70%). MS found for 
10 C 20 H 17 BrN 5 O 2 (M+H) + : 438. 

Examples g7-3$ 

The following compounds of Examples 57-86 were prepared according to the 
15 procedure described in example 56. 



o 



*tx H ^x H ^x 



Exampk_i2 Exampk_£& Example 59 E xample 6 0 

MS (M+H): MS (M+H): MS (M+H): MS (M+H): 

466 521 508 494 



Me HN'" >T^1 ,j huh n y, , H mguhn j { ^ H <(^} [I 





'noo ~XJO 'ICQ v 



*xL "-ex 



Ex.ample_6_l Example_6.2 Example 63 Example 64 

MS (M+H): MS (M+H): MS (M+H): MS (M+H): 

452 454 468 492 
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Example_6_5_ Example 66. Example 67 Example 68 

MS (M+H): MS (M+H): MS (M+H): MS (M+H): 

506 506 520 524 




Example 69 Example 70 Example 71 Example 72 

MS (M+H): MS (M+H)- MS (M+H): MS (M+H): 

521 507 476 480 




Example 73 Example 74 Example 75 Example 76 

MS (M+H): MS (M+H): MS (M+H): MS (M+H): 

477 463 422 477 
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Sample 77 Example 78 Example 79 Example 80 

MS(M+H): MS(M+H): MS (M+H): MS (M+H): 

464 410 448 462 
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5 Example 87 

N-(5-bromo-2-pyridinyl)-(2-(4-(2-imidazolinyI)phenylcarbonyI)amino)- 
phenylcarboxamide. 




A stream of HCl(g) was bubbled through a 0°C solution of N-(5-bromo-2-pyridinyl)- 
(2-(4-cyanophenylcarbonyl)amino)-phenylcarboxamide (49 mg, 0. 1 mmol) in 5 mL of 
methanol until saturation. The mixture was stirred at rt overnight and evaporated. The 
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resulting residue was treated with ethylene diamine (40 mg) in 1 0 ml methanol at 
reflux temperature for 2 h. The solvent was removed at reduced pressure and the 
crude benzamidine was purified by HPLC (CI 8 reversed phase) eluting with 0.5% 
TFA in H 2 0/CH 3 CN to give N-(5-bromo-2-pyridinyl)-(2-(4-(2- 
5 imidazolinyl)phenylcarbonyl)amino)-phenylcarboxamide (41 mg, 89%). MS found 
for C 22 H 19 BrN 5 0 2 (M+H) + : 464. 

Examples $8-96 

10 The following compounds of Examples 88-96 were prepared according to the 
procedure described in example 87. 




Example 88 Example $9 Example 90 Example 91 

MS (M+H): 478 MS (M+H): 492 MS (M+H): 478 MS (M+H): 492 




MS (M+H): 434 MS (M+H): 448 MS (M+H): 434 MS (M+H): 448 




Example 96 
MS (M+H): 420 
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Example 97 



N-(5-bromo-2-pyridinyl)-(2-(4-(5-tetrazolyI)phenylcarbonyl)amino)- 
5 phenylcarboxamide. 




Br 



A mixture of N-(5-bromo-2-pyridinyl)-(2-(4-cyanophenylcarbonyl)amino)- 
phenylcarboxamide (49 mg, 0.1 mmol) and sodium azide (67 mg, 10 equiv) in 5 mL 
10 of DMF was heated at 100°C for 24h. The reaction mixture was diluted with EtOAc, 
washed with water, dried, filtered and evaporated. The residue was purified by HPLC 
(CI 8 reversed phase) eluting with 0.5% TFA in H 2 0/CH 3 CN to give N-(5-bromo-2- 
pyridinyl)-(2-(4-(5-tetrazolyl)phenylcarbonyl)amino)-phenylcarboxamide (33 mg, 
65%). MS found for C 20 H 15 BrN 7 O 2 (M+H) + : 464. 

15 

Example 98 and Example 99 

N-(5-bromo-2-pyridinyl)-(2-(4[-[l,l-doxo(l,4-thiazaperhydroin-4- 
yl))iminimethy]phenylcarbonyl)amino)-phenylcarboxamide and N-(5-bromo-2- 
20 pyridinyl)-(2-(4-[l-oxo(l,4-thiazaperhydroin-4- 

yl))iminimethy]phenylcarbonyl)amino)-phenyIcarboxamide. 
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A mixture of N-(5-bromo-2-pyridinyl)-(2-(4-(l,4-thiazaperhydroin-4- 
yl)iminimethy]phenylcarbonyl)amino)-phenylcarboxamide (48 mg, 0. 1 mmol) and 
and 3 mL of 30% hydrogen doxide was stirred at rt for 12h. The reaction was 
quenched with solid Na^Oj. Purification by HPLC (CI 8 reversed phase) eluting 
5 with 0.5% TFA in H 2 0/CH 3 CN gave N-(5-bromo-2-pyridinyl)-(2-(4[-[l,l-doxo(l,4- 
thiazaperhydroin-4-y l))iminimethy]phenylcarbony l)amino)-phenylcarboxamide (15 
mg, 31%), MS found for C 24 H 23 C1N S 0 4 S (M+H) + : 512 and N-(5-bromo-2-pyridinyl)- 
(2-(4-[ 1 -oxo( 1 ,4-thiazaperhydroin-4-yl))iminimethy]phenylcarbonyl)amino)- 
phenylcarboxamide (20 mg, 41%). MS found for C 24 H 23 C1N 5 0 3 S (M+H) + : 496. 

10 

Examples 100-105 



The following compounds were prepared according to the procedure described in 
example 56 and example 87. 




Example 100 Example 101 Example 102 Example 103 

MS (M+H): 474 MS (M+H): 502 MS (M+H): 490 MS (M+H): 514 




Example 104 Example 105 

MS (M+H): 528 MS (M+H): 542 
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Example 106 

N-(5-bromo-2-pyridinyl)-(2-4-[(2-aminosulfonyl)phenyl]phenylcarbonylamino)- 
5 4,5-difluorophenylcarboxamide. 




This compound is prepared according to the procedure described in example 27. MS 
found for C 25 H 18 BrF 2 N 4 0 4 S (M+H) + : 587. 

10 

Example 107 

3-(2-(4-[(2-aminosuIfonyl)phenyl]-2-fluorophenylaminocarbonyl-4- 
aminophenoxy) benzamidine. 




This compound is prepared according to the procedure described in example 17. MS 
found for MS found for C 26 H 2l FN 5 0 6 S (M+H) + : 550. 



20 



WO 01/19788 



PCT/US00/25196 



115 

Example 108 

3-(2-(4-[(2-aminosuIfonyI)phenyl]-2-fluorophenylaminocarbonyl-4- 
aminophenoxy) benzamidine. 




5 This compound is prepared according to the procedure described in example 18. MS 
found for C 26 H 23 FN 5 0 4 S (M+H) + : 520. 

Ex amp l es IQ9-H4 

10 The following compounds were prepared according to the procedure described in 
example 1 except that in step 4, NH 2 OH was used instead of NH 4 OAc. 




Example 109 Example HQ Example 111 Example 112 

MS (M+H): 502 MS (M+H): 560 MS (M+H): 547 M S (M+H): 547 




Example U 3 Example 114 

MS (M+H): 581 M S (M+H): 537 
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Example 11$ 



3-(2-(4-[(2-aminosulfonyl)phenyl]benzoylamino) phenoxy)benzylamine. 




.S0 2 NH 2 



5 A mixure of 3-(2-(4-[(2-t- 

butylaminosulfonyl)phenyl]benzoylamino)phenoxy)benzonitrile (53 mg, 0,1 mmol) 
(53 mg, 0.1 mmol, 1 equiv), 5 mg of Pd/C (10%) in 10 mL of methanol was stirred at 
rt under 1 atm H 2 atomosphere overnight. After filtration through a thin layer of Celite 
and removal of the volatile, residue was refluxed in 2 mL of TFA for lh, and purified 
10 by HPLC (CI 8 reversed phase) eluting with 0.5% TFA in H 2 0/CH 3 CN to 3-(2-(4-[(2- 
aminosulfonyl)phenyl]benzoylamino) phenoxy)benzylamine (13 mg, 27%). MS found 
for C 26 H 24 N 3 0 4 S (M+H) + : 474. 

Example 11^ 



Step 1: To a solution of 2-amino-5-chloropyridine (328mg, 2.55mmol) in 
tetrahydrofuran (5ml) was 0.5M potassium bis(trimethylsilyl)amide in toluene (10ml, 
5.05mmol) dropwise at -78 °C. After stirred for additional 0.5hr at -78 °C, the mixture 
was added 5-chloroisatoic anhydride (0.5g, 2.55mmol) at -78 °C. The mixture was 
20 warmed up to r.t gradually and stirred overnight. After quenched by saturated 

ammonium chloride solution, the mixture was extracted by ethyl acetate. The organic 
layer was dried over magnesium sulfate and concentrated to give (2-amino-5- 
chlorophenyl)-N-(5-chloro(2-pyridyl))carboxamide (0.7 Ig. 100%). MS found for 
C12H9C12N30 M + =282, (M+2) + =284. 




N 



15 
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Step 2: To a solution of the compound of (2-amino-5-chlorophenyl)-N-(5-chloro(2- 
pyridyl))carboxamide (0.7 lg, 2.52mmol) in dichloromethane (10ml) was added 3- 
cyanobenzoly chloride (417mg, 2.52mmol) and pyridine (0.611ml, 7.55mmol). The 
5 mixture was stirred at r.t. overnight. The precipitate was filtered and washed with 
dichloromethane to give N-{4-chloro-2-[N-(5-chloro(2- 

pyridyl))carbamoyl]phenyl}(4-cyanophenyl)carboxamide as a solid (683mg, 66%). 
MS found for C20H12C12N4O2 M + =41 1, (M+2) + =413. 

10 Step 3: To a solution of the compound of N-{4-chloro-2-[N-(5-chloro(2- 

pyridyl))carbamoyl]phenyl}(4-cyanophenyl)carboxamide (683mg, 1.66mmol) in 
anhydrous pyridine (10ml) and tri ethyl amine (1ml) was saturated with hydrogen 
sulfide gas at 0 °C. The mixture was stirred at r.t. overnight. After the evaporated the 
solvent, the residue was dissolved in anhydrous acetone (5ml) and iodomethane (1ml, 

15 16.6mmol) was added. The mixture was stirred under reflux condition for 2 hrs. After 
the evaporation of solvent, the residue was dissolved in anhydrous methanol (5ml) 
and added a solution of N-methylethylenediamine (0.732ml, 8.3mmol) and acetic acid 
(1.5ml) in anhydrous methanol (5ml).The mixture was stirred under reflux condition 
for 2 hrs. After the evaporation of solvent, the crude residue was purified by RP- 

20 HPLC to give N- {4-chloro-2-[N-(5-chloro(2-pyridyl))carbamoyl]phenyl} [4-(l - 
methyl(2-imidazolin-2-yl))phenyl]carboxamide as a white powder. MS found for 
C23H19C12N502 M + =468 (M+2) + =470. 

Examples 117-141 

25 

The following compounds were prepared according to the procedure described in 
example 116. 




NH 



CI 




CI 



NH 



C22H 19CI2N5O2 

M + =456 
(M+2) + =458 




CI 



Example 117 



Example 1 18 



Example 119 



Example 120 
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C21H17CI2N5O2 

M + =442 
(M+2)*=444 



0 

Ct 



NH 



H 2 N 





a 



C20Hi5CI 2 N 5 O 2 

M + =428 
(M+2)*=430 



0 

CI 




o 
o 




C 2 4H 21 O 2 N 5 03 

M + =498 

(M+2)*=500 



0 

CI 



CI 





15^2^503 

M*=444 
(M+2)*=446 



CI 



Example 121 



Example 12? 



Example 123 



Example 124 



NH NH JJH 

o^u >W o\x^ eras 



C24H21CI2N5O2S N 

M + =514 
(M+2)*=516 



NH ^ ,, „ _ K1 ^ NH _ NH 




O 

NH 



0C 2 3H 18 BrCIN 5 O 2 N / C 2 4H2 1 BrCIN 5 0 2 N= V C 25 H 23 BrCIN 5 0 2 N=^ 

M + =512 M * = 526 } M*=S40 W 

(M + 2) + =514 <M+2) + =528 >^ <M+2)+=542 ^ 

a a a Cl 



Example 12$ Example 126 Example 127 Example 128 





Example 133 Example 134 



Example 13? 



Example 136 
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Example 137 Example 133 Example 139 Example HO 



NH 




Example 141 
Example 142 




Step I : To a solution of 5-methyl-2-nitrobenzoic acid (Ig, 5.52mmol) in 
dichloromethane (5ml) was added oxalyl chloride (0.964ml, 1 1.04mmol) and a few 
drops of dimethylformamide. The mixture was stirred at r.t. for 2 hrs. After the 
evaporation of the solvent, the residue was dissolved in dichloromethane (5ml). 2- 
amino-5-chloropyridine (852mg, 6.62mmol) and pyridine (1.34ml, 16.56mmol) were 
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added to the solution. The mixture was stirred at r.t. overnight. After the evaporation 
of the solvent, the crude residue was purified by silica gel column chromatography 
using solvent system 25% ethyl acetate in hexane as eluent to give N-(5-chloro(2- 
pyridyl))(5-methyl-2-nitrophenyl)carboxamide as a solid (1.48g, 92%). MS found for 
5 C13H10C1N3O3 M + =291, (M+2) + =293. 

Step 2: To a solution of the compound of N-(5-chloro(2-pyridyl))(5-methyl-2- 
nitrophenyl)carboxamide (1.48g, 5.1mmol) in methanol (10ml) was added 5% Pt/C 
10 (1.48g, 0.19mmol). The mixture was applied hydrogen balloon at r.t.for 2 hrs. After 
the filtration by Celite, the filtrate was concentrated to give (2-aminophenyl)-N-(2- 
pyridyl)carboxamide, C, chloride, N (1.36g, 100%). MS found for C13H12C1N30 
M + =262, (M+2) + =264. 

15 

Step 3: To a solution of the compound of (2-aminophenyl)-N-(2-pyridyl)carboxamide, 
C, chloride, N (1.36g, 5.2mmol) in dichloromethane (10ml) was added 3- 
cyanobenzoly chloride (860mg, 5.2mmol) and pyridine (1.26ml, 15.6mmol). The 
mixture was stirred at r.t. overnight. After the evaporation of the solvent, the crude 
20 residue was purified by silica gel column chromatography using solvent system 25% 
ethyl acetate in hexane as eluent to give N-{2-[N-(5-chloro(2-pyridyl))carbamoyl]-4- 
methylphenyl}(4-cyanophenyl)carboxamide as a solid (830mg, 41%). MS found for 
C21H15C1N402 M + =390, (M+2) + =392. 

25 

Step 4: To a lotion of the compound of N-{2-[N-(5-chloro(2-pyridyl))carbamoyl]-4- 
methylphenyl}(4-cyanophenyl)carboxamide (830mg, 2.1mmol) in anhydrous 
methanol (5ml) and ethyl acetate (10ml) was saturated with hydrogen chloride gas at 
0 °C. The mixture was stirred at r.t. overnight. After the evaporated the solvent, the 

30 residue was dissolved in anhydrous methanol (5ml) and N-methylethylenediamine 

(0.926ml, lO.Smmol) was added. The mixture was stirred under reflux condition for 2 
hrs. After the evaporation of solvent, the crude residue was purified by RP-HPLC to 
give N- {2-[N-(5-chloro(2-pyridyl))carbamoyl]-4-methylphenyl} [4-(l~methyl(2- 
imidazolin-2-yl))phenyl]carboxamide as a white powder. MS found for 

35 C24H22C1N502 M + =448, (M+2) + =450. 
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Example? 143-148 

The following compounds were prepared according to the procedure described in 
Example 142. 

5 



'V 

0 



C 2 4H 22 CIN 5 0 2 

M*=448 
(M+2)*=450 



NH 

P 

CI 



C 2 5H 2 4CINs0 2 

M*=462 
(M*2) + =464 



C 26 H 26 CIN 5 0 2 
M + =476 

(M+2)*=478 C| 



N 

0 



C 2 4H 22 CIN50 2 
M + =448 
(M+2^450 



NH 



CI 



E x ample 14 3 



Example 144 



Example 14? 



Example 146 




Example 147 



Example I4g 
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Example 149 




Step l:_To a solution of 3,4,5-trimethoxy-2-nitrobenzoic acid (0.5g, 1.95mmol) in 
5 dichloromethane (5ml) was added oxalyl chloride (0.34ml, 3.9mmol) and a few drops 
of dimethylformamide. The mixture was stirred at r.t. for 2 hrs. After the evaporation 
of the solvent, the residue was dissolved in dichloromethane (5ml). 2-amino-5- 
bromopyridine (0.81g, 4.7mmol) and pyridine (0.94ml, 1 1.7mmol) were added to the 
solution. The mixture was stirred at r.t. overnight. After the evaporation of the solvent, 
10 the crude residue was purified by silica gel column chromatography using solvent 
system 25% ethyl acetate in hexane as eluent to give N-(5-bromo(2-pyridyl))(3,4,5- 
trimethoxy-2-nitrophenyl)carboxamide as a solid (790mg, 98%). MS found for 
C15H14BrN306 M+=412, (M+2) + =414. 

15 

Step 2: To a solution of the compound of N-(5-bromo(2-pyridyl))(3,4,5-trimethoxy-2- 
nitrophenyl)carboxamide (790mg, 1.92mmol) in ethyl acetate (5ml) was added tin 
chloride (II) hydrate (1.73g, 7.67mmol). The mixture was stirred under reflux 
condition for 2 hrs. After filtered by Celite, the filtrate was added IN sodium 
20 hydroxide solution and extracted with ethyl acetate. The organic layer was dried over 
magnesium sulfate and concentrated to give (2-amino-3,4,5-trimethoxyphenyl)-N-(5- 
bromo(2-pyridyl))carboxamide (570mg, 77%). MS found for C15H16BrN304 
M + =382, (M+2) + =384. 

25 

Step 3:_To a solution of the compound of (2-amino-3,4,5-trimethoxyphenyl)-N-(5- 
bromo(2-pyridyl))carboxamide (570mg, 1.49mmol) in dichloromethane (5ml) was 
added 3-cyanobenzoly chloride (247mg, 1.49mmol) and pyridine (0.362ml, 
4.48mmol). The mixture was stirred at r.t. overnight. After the evaporation of the 
30 solvent, the crude residue was purified by silica gel column chromatography using 
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solvent system 25% ethyl acetate in hexane as eluent to give N-{6-[N-(5-bromo(2- 
pyridyl))carbamoyl]-2,3,4-trimethoxyphenyl}(4-cyanophenyl)carboxamide as a solid 
(680mg, 69%). MS found for C23H19BrN405 M + =51 1, (M+2) + =513. 

5 

Step 4: To a slotion of the compound of N-{6~[N-(5-bromo(2-pyridyl))carbamoyl]- 
2,3,4-trimethoxyphenyl}(4-cyanophenyl)carboxamide (680mg, L33mmol) in 
anhydrous methanol (5ml) and ethyl acetate (10ml) was saturated with hydrogen 
chloride gas at 0 °C. The mixture was stirred at r.t. overnight. After the evaporated the 

10 solvent, the residue was dissolved in anhydrous methanol (5ml) and N- 

methylethylenediamine (0.586ml, 6.65mmol) was added. The mixture was stirred 
under reflux condition for 2 hrs. After the evaporation of solvent, the crude residue 
was purified by RP-HPLC to give N-{6-[N-(5-bromo(2-pyridyl))carbamoyl]-2,3,4- 
trimethoxyphenyl}[4-(l-methyl(2-imidazolin-2-yl))phenyl]carboxamide as a white 

15 powder (240mg, 32%). MS found for C26H26BrN505 M + =568, (M+2) + =570. 

Example s 1 5Q - 1 53 

The following compounds were prepared according to the procedure described in 
20 Example 149. 




Example 150 Example lgl Example 152 Example 153 
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Example 154 




Step 1: To a solution of 4-{2-{[(tert-butyl)amino}sulfonyl}phenyl}benzoic acid 
5 (167mg, O.Smmol) in dichloromethane (5ml) was added oxalyl chloride (0.09ml, 
lmmol) and a few drops of dimethylformamide. The mixture was stirred at r.t. for 2 
hrs. After the evaporation of the solvent, the residue was dissolved in dichloromethane 
(5ml). The compound of (2-amino-5-chlorophenyl)-N-(5-chloro(2- 
pyridyl))carboxamide (0.1 7g, 0.6mmol) and pyridine (0.122ml, l.Smmol) were added 
10 to the solution. The mixture was stirred at r.t. overnight. The solvent was evaporated 
to give (2- {[4-(2- {[(tert-butyl)amino]sulfonyl}phenyl)phenyl]-carbonylamino}-5- 
chlorophenyl)-N-(5-chloro(2-pyridyl))carboxamide. MS found for C29H26C12N404S 
M + =597, (M+2) + =599. 

1 5 Step 2: The mixture of the compound of (2- {[4-(2- {[(tert- 

butyl)amino]sulfonyl}phenyl)phenyl] carbonylamino}-5-chIorophenyl)-N-(5- 
chloro(2-pyridyl))carboxamideexample 12 (O.Smmol) in trifluoroacetic acid (5ml) 
was stirred at r.t. for 5hrs. After the evaporation of solvent, the crude residue was 
purified by RP-HPLC to give 

20 

N-(5-chloro(2-pyridyl))(5-chloro-2-{[4-(2-sulfamoylphenyl)- 
phenyl]carbonylamino}phenyl)-carboxamide as a white powder (68mg, 25%). MS 
found for C25H1 8C12N404S 
25 M + =541,(M+2) + =543. 
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Example 155 

2-[4-(N-{2-[N-(5-chloro-2-pyridyI)carbamoyl]phenyl}carbamoyl)phenyI]- 
benzenecarboxamidine 

5 



A stream of H 2 S (g) was bubbled through a 0 °C solution of N-{2-[N-(5-chloro(2- 
pyridyl))carbamoyl]phenyl} [4-(2-cyanophenyl)phenyl]carboxamide (100 mg, 0.22 
mmol, 1.0 equiv.) in 9 mL pyridine and 1 mL NEt 3 until saturation. The mixture was 

10 stirred at rt for 1 day and evaporated. The resulting residue was treated with Mel (94 
mg, 0.663 mmol, 3.0 equiv.) in 10 mL acetone at reflux temperature for 1 hr and 
concentrated to dryness. The resulting residue was treated with a mixture of NH 4 OAc 
(340 mg, 4.42 mmol, 20 equiv.) in 0.5 mL acetic acid and 2 mL methanol at 50 °C for 
2 days. The solvent was removed at reduced pressure and the crude benzamidine was 

1 5 purified by HPLC (C 1 8 reversed phase) eluting with 0.1% TFA in H 2 0/CH 3 CN to 
give 2-[4-(N-{2-[N-(5-chloro-2- 

pyridyl)carbamoyl]phenyl}carbamoyl)phenyl]benzenecarboxamidine (15 mg, 15%). 
MS found for C 26 H 20 ClN 5 O 2 (M+H) + : 470. 

20 Example 156 

(4-{2-[(dimethyIamino)iminomethyI]phenyI}phenyl)-N-{2-[N-(5-chloro(2- 
pyridyl))carbamoyl]phenyl}carboxamide 



NH 




NH 
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This compound was prepared according to the procedure described in Example 155. 
MS found for C 28 H 24 C1N 5 0 2 (M+H) + : 498. 

5 Example 157 

N-{2-[N-(5-chloro(2-pyridyl))carbamoyl]phenyl}{4-[2- 
((hydroxyamino)iminomethyl)-phenyI]phenyl}carboxamide 



A mixture of N-{2-[N-(5-chloro(2-pyridyl))carbamoyl]phenyl}[4-(2- 
cyanophenyl)phenyl] carboxamide (14 mg, 0.03 mmol, 1.0 equiv.), hydroxyamine 
hydrochloride (6.25 mg, 0.09 mmol, 3.0 equiv.) and triethyl amine (0.03 mL, 0.3 
mmol, 10.0 equiv.) in ethanol (3 mL) was stirred at rt for 6 days, concentrated and 
1 5 HPLC (C 1 8 reversed phase) eluting with 0.1% TF A in H 2 0/CH 3 CN to give N- {2-[N- 
(5-chloro(2-pyridyl))carbamoyl]phenyl} {4-[2-((hydroxyamino)iminomethyl) phenyl] 
phenyl} carboxamide (4 mg, 27.5%). 
MS found for C 26 H 20 ClN 5 O 3 (M+H) + : 486. 

20 Example 158 

2-[4-(N-{2-[N-(5-chloro-2- 

pyridyl)carbamoyl]phenyI}carbamoyl)phenyl]benzamide 



10 



NH 




C26H20CIN5O3 
Exact Mass: 485.13 



Mol. Wt.: 485.92 



O 




C26H19CIN4O3 
Exact Mass: 470.11 
Mol. Wt.: 470.91 
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This compound was ontained as on of the side product in Example 157. 
MS found for C 26 H 19 C1N 4 0 3 (M+H) + : 471 

5 Example 159 

{4-[2-(aminomethyl)phenyl]phenyI}-N-{2-[N-(5-chloro(2-pyridyl))carbamoyIJ- 
phenyljcarboxamide 



A mixture of N-{2-[N-(5-chloro(2-pyridyl))carbamoyl]phenyl}[4-(2- 
cyanophenyl)phenyl] carboxamide (200 mg, 0.442 mmol, 1.0 equiv.), cobalt chloride 
(86 mg, 0.664 mmol, 1.5 equiv.) and sodium borohydride (50 mg, 1.33 mmol, 3.0 
equiv.) in DMF (15 mL) was stirred at 0 °C to rt for 3 days. The reaction was 

1 5 quenched with ice cubes, diluted with DCM (100 mL) and filtered through celite. The 
filtrate was washed with saturated aqueous NaHC0 3 . The organic layer was dried 
over MgS0 4 , filtered, evaporated and HPLC (CI 8 reversed phase) eluting with 0.1% 
TFA in H 2 0/CH 3 CN gave {4-[2-(aminomethyl)phenyl]phenyl}-N-{2-[N-(5-chloro(2- 
pyridyl))carbamoyl]phenyl} carboxamide (87 mg, 43%). MS found for C 26 H 21 C1N 4 0 2 

20 (M+H) + : 457. 




10 
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Example 160 



[4-(aminomethyl)phenyll-N-{2-[N-(5-chloro(2- 
pyridyl))carbamoyI]phenyl}carboxamide 



5 



H 2 N 





HN 



Mol. Wt.: 380.83 



CI 



A mixture of N-{2-|TSr-(5-chloro(2-pyridyl))carbamoyl]phenyl}(4- 
cyanophenyl)carboxamide (1 g, 2.6 mmol, 1.0 equiv.), cobalt chloride (0.5 g, 3.85 
mmol, 1.5 equiv.) and sodium borohydride (0.295 g, 7.8 mmol, 3.0 equiv.) in DMF 

10 (20 mL) was stirred at 0 °C to rt for 2.5 hr. The reaction was quenched with ice cubes, 
diluted with ethyl acetate (100 mL) and filtered through celite. The filtrate was 
washed with saturated aqueous NaHC0 3 . The organic layer was dried over MgS0 4 , 
filtered, evaporated and HPLC (CI 8 reversed phase) eluting with 0.1% TFA in 
H 2 0/CH 3 CN gave [4-(aminomethyl)phenyl]-N-{2-[N-(5-chloro(2- 

15 pyridyl))carbamoyl]phenyl}carboxamide (320 mg, 30%). MS found for 
C 20 H 17 ClN 4 O 2 (M+H) + : 381. 

Example 161 

20 N-{2-[N-(5-chloro(2-pyridyI))carbamoyl]phenyl}{4-[(2-imidazolin-2- 
yIamino)methyI]-phenyl}carboxamide 





Mol. Wt.: 448.90 
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A mixture of [4-(aminomethyl)phenyl]-N-{2-[N-(5-chloro(2- 
pyridyl))carbamoyl]phenyl}carboxamide (80 mg, 0.21 mmol), 2-methylthio-2- 
imidazoline hydriodide (77 mg, 0.315 mmol, 1.5 equiv.) and triethyl amine (0.5 mL) 
in 1 mL DMF was stirred at room temperature overnight, concentrated to dryness and 
5 HPLC (CI 8 reversed phase) eluting with 0. 1% TFA in H 2 0/CH 3 CN gave N- {2-[N-(5- 
chloro(2-pyridyl))carbamoyl]phenyl} {4-[(2-imidazolin-2- 

ylamino)methyl]phenyl}carboxamide (13.5 mg, 15%). MS found for C 23 H 21 C1N 6 0 2 
(M+H) + : 449 

10 

Example 162 

N-{2^N-(5-chloro(2-pyridyl))carbamoyl]phenyI}(4-{[(l-methyI(2-imidazoIin-2- 
yl))amino]methyl}phenyl)carboxamide 




Step 1: To the boiling solution of 2-methylthio-2-imidazoline hydriodide (1 g, 8.4 
mmol) in methanol (10 mL) was added Mel (0.78 mL, 12.6 mmol, 1.5 equiv.) 
dropwise. The reaction mixture was stirred at reflux temperature for 1 hr, 
20 concentrated and crystallized with ether to give l-methyl-2-methylthio-2-imidazoline 
(1.1 g, 100%). 

MS found for C 5 H 10 N 2 S (M+H) + : 131. 

Step 2: A mixture of [4-(aminomethyl)phenyl]-N-{2-[N-(5-chloro(2- 
25 pyridyl))carbamoyl]phenyl}carboxamide (74 mg, 0.195 mmol), l-methyl-2- 

methylthio-2-imidazoline (25 mg, 0.195 mmol), NEt3 (2 mL) and pyridine (5 mL) 
was stirred at 80 °C overnight, concentrated and HPLC (CI 8 reversed phase)eluting 
with 0.1% TFA in H20/CH3CN gave N-{2-[N-(5-chloro(2- 
pyridyl))carbamoyl]pheny 1 } (4- { [( 1 -methyl(2-imidazolin-2- 
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yl))amino]methyl}phenyl)carboxamide (52 mg, 65%). MS found for C 24 H 23 C1N 6 0 2 
(M+H) + : 463. 

Example ifi? 

5 

N-{2-[N-(5-chloro(2-pyridyl))carbam 
y l))pheny 1] carboxamide 



Preparation of methyl 3-[(4-cyanophenyl)carbonylamino]thiophene-2-carboxylate 

A mixture of 4-cyanobenzoyl chloride (1.0500g, 6.4 mmol), methyl 3- 
15 aminothiophenecarboxylate (l.OOOOg, 6.4 mmol), and triethylamine (1 mL, 7.0 mmol) 
in dichloromethane was stirred at room temperature for 18 hours. The mixture was 
poured into a separatory funnel and washed by 1 N HC1. The organic layers were 
combined, dried over MgS04, concentrated in vacuo, and chromatographed through a 
silica gel column to give the title compound 1.6588 g (91%). ES-MS 287 (M+l). 

20 

Preparation of N- {2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}(4- 
cyanophenyl)carboxamide 

A portion of 2-amino-5-chloropyridine (68.6 mg, 0.5 mmol) was treated with AlMe3 
25 (0.8 mL, 1.6 mmol), followed by adding the product from step A (160 mg, 0.5 mmol). 
The mixture was stirred at room temperature for 18 hours. The excess of AlMe3 was 
killed by IN HC1 solution. The organic layers were combined, dried over MgS04, 
concentrated in vacuo, and chromatographed through a silica gel column to give the 
title compound 0.1528 g (80%). ES-MS 383 (M+l). 




CI 



10 
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Preparation of Example 163. 

A mixture of the product from step B (0.1528 g, 0.4 mmol) and EtOH saturated with 
5 HC1 was stirred at room temperature for 18 hours. The solvent was removed by a 
rotovap. The crude oil was treated with 2 mL N-methylethylenediamine for 2 hours 
until the reaction was complete. Prep HPLC was used to purity the final product. It 
gave 0.1537 g (88%). ES-MS 440(M+1). 

10 Example 164 

{4-[(dimethylamino)iminomethyI]phenyl}-N-{2-[N-(5-chloro(2- 
pyridyI))carbamoyl](3-thienyl)}carboxamide 



15 

Example 164 was made by the procedure of Example 163. ES-MS 428(M+1). 
Example 165 

20 4-(N-{2-[NK5-chloro-2-pyridyl)carbamoyl]-3- 
thienyl}carbamoyl)benzenecarboxamidine 



/ 



\ 




ci 




Example 165 was made by the procedure of Example 163. ES-MS 400(M+1). 
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Example 166 

N-{2-[N-(5-chIoro(2-pyridyl))carbamoyl](3-thienyl)}[4-(iminopiperidylmethyl)- 
phenyljcarboxamide 




Example 166 was made by the procedure of Example 163. ES-MS 468(M+1). 
Example 167 

10 N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}[4- 
(iminopyrroIidinyImethyl)-phenyl]carboxamide 




Example 167 was made by the procedure of Example 163. ES-MS 454(M+1). 
Example 168 

15 

N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyI)}[4-(iminomorpholin-4- 
y lmethy l)pheny 1] carboxamide 
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Example 168 was made by the procedure of Example 163. ES-MS 470(M+1). 
Example 169 

5 N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}[4Kimino-l,4- 
thiazaperhydroin-4-yImethyI)phenyl]carboxamide 




Example 169 was made by the procedure of Example 163. ES-MS 486(M+1). 
Example 170 

10 

[4-(azaperhydroepinyliminomethyl)phenyl]-N-{2-[N-(S-chloro(2- 
pyridyI))carbamoyl](3-thienyl)}carboxamide 




a 



Example 170 was made by the procedure of Example 163. ES-MS 482(M+1). 

15 
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Example 171 

N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}{4-[imino(2- 
methylpyrrolidinyl)methyl] phenyl} carboxamide 




5 Example 171 was made by the procedure of Example 163. ES-MS 468(M+1). 
Example 172 

N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}{4- 
10 [imino(methylamino)methyl]-phenyl}carboxamide 




Example 172 was made by the procedure of Example 163. 
Example 173 

15 

N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}[4-(3-methyl(3,4,5,6- 
tetrahydropyrimidin-2-yl))phenyl]carboxamide 
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Example 173 was made by the procedure of Example 163. ES-MS 414(M+1). 
pxqmpte 174 

5 N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyI)}[4- 
((hydroxyamino)iminomethyI)-phenyl]carboxamide 



Example 174 was made by the procedure of Example 163. ES-MS 416(M+1). 

10 

Example 175 

l-{[4-(N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}carbamoyl)phenyl]- 
iminomethyl}pyrrolidine-2-carboxylic acid 



Example 175 was made by the procedure of Example 163. ES-MS 498(M+1). 




15 
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Example 176 

N-{2-[N-(5-bromo(2-pyridyl))carbamoyI](3-thienyl)}[4-(l-methyl(2-imidazoIin-2- 
yl))phenyl]carboxamide 




5 Example 176 was made by the procedure of Example 163. ES-MS 484(M+1). 
Example 177 

4-(N-{2-[N-(5-bromo»2-pyridyI)carbamoyl]-3- 
thienyl}carbamoyl)benzenecarboxamidine 




Example 177 was made by the procedure of Example 163. ES-MS 444(M+1). 



Example 17$ 

N-{2-[N-(5-bromo(2-pyridyl))carbamoyl](3-thienyl)}[4- 
1 5 (i mill op y r r olidiny lmethy I)pheny 1] carboxamide 
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Example 178 was made by the procedure of Example 163. ES-MS 494(M+ 1). 
Example 179 

N-{2-[N-(5-bromo(2-pyridyI))carbamoyI](3-thienyl)}[4- 
5 (imin opiperidy lmethy l)ph eny 1] carboxamide 



Example 179 was made by the procedure of Example 163. ES-MS 512(M+1). 
ExapiplglgQ 

1 0 N-{2-[N-(5-bromo(2-pyridyl))carbamoyl](3-thienyl)} [4-(iminomorpholin-4- 
y lmethy l)phenyl] carboxamide 




Example 180 was made by the procedure of Example 163. ES-MS 514(M+1). 

15 
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Example IS! 

N-{2-[N-(5-bromo(2-pyridyl))carbamoyl](3-thienyl)}[4-(imino-l,4- 
thiazaperhydroin-4-ylmethyl)phenyl]carboxamide 

5 




Example 181 was made by the procedure of Example 163. ES-MS 530(M+1). 
Example lg2 

10 

N-{3-[N-(5-chloro(2-pyridyI))carbamoyl](2-thienyl)}[4- 
(iminopyrrolidinylmethyl)phenyl]carboxamide 




15 Example 182 was made by the procedure of Example 163. ES-MS 454(M+1). 
Example 183 

N-{3-[N-(5-chloro(2-pyridyl))^ 
20 y l))pbeny I] carboxamide 
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Example 183 was made by the procedure of Example 163. ES-MS 440(M+1). 
Example 184 

5 

3-[(3-{[4-(2-sulfamoylphenyl)phenyl]carbonyIamino}-2- 
thienyl)carbonylamino]benzenecarboxamidine 



10 Example 184 was made by the procedure of Example 163 (step A, B, C) followed by 
a final step of trifluoroacetic acid removal of the f-butyl group. 4-(2-{[(tert- 
butyl)amino]sulfonyl}phenyl)benzoyl chloride was used to replace 4-cyanobenzoyl 
chloride in Example 1. ES-MS 520(M+1). 

15 Example 1 8 $ 

N-{2-[N-(5-chloro(2-pyridyl))carbamoyl](3-thienyl)}[4-(2- 
sulfamoyIphenyl)phenyl]carboxamide 




scysiHz 




20 
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Example 185 was made by the procedure of Example 163 except using 4-(2-{[(tert- 
butyl)amino]sulfonyl}phenyl)benzoyl chloride instead of 4-cyanobenzoyl chloride. 
ES-MS513(M+1). 

5 Example 186 

N- {2-[N-(5-bromo(2-pyridyl))carbamoyl](3-thienyl)} [4-(2- 
sulfamoylphenyl)phenyl]carboxamide 




Example 186 was made by the procedure of Example 185. ES-MS 556(M+1). 
Example 1S7 

1 5 N-(5-bromo-2-pyridinyl)-(2-4-[(2- 

aminosulfonyl)phenyl]phenylaminocarbonyl)5-methyI-pyrazolcarboxamide. 




Step 1: A solution of 2-amino-5-bromopyridine (0.200 g, 1.16 mmol 1.0 equiv), in 5 
20 mis of methylene chloride, under argon, was treated with trimethylaluminum (0.312 
mL, 2. ON in hexanes, 4.0 equiv) at room temperature for 30 min. To the solution was 
added ethyl-3-methylpyrazole-5-carboxylate (0.356 g, 2.0 equiv). After 4hrs, the 
volatile was evaporated, and the residue was redissolved into EtOAc, washed with 
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0.5N HC1, 0.2 N K 2 C0 3 , and saturated aqueous NaCl. The organic layer was dried 
over Na^O^ filtered, evaporated and purified via flash chromatography on silica gel 
to give N-(5-bromo-2-pyridinyl)-(3-methyl)5-pyrazolecarboxamide (0.160 g, 49%). 
MS found for C 10 H 9 BrN 4 O (M+H) + : 281, 283. 

5 

Step 2: A solution of N-(5-bromo-2-pyridinyl)-(3-methyl)5-pyrazolecarboxamide 
(0.060 g, 0.213 mmol, 1.0 equiv) in 2 mL of acetonitrile was treated with triphosgene 
(0.063 g, 1.0 equiv) at room temperature for 5min under argon. To the solution was 
added 4-[(2-t-butylaminosulfonyl)phenyl]phenylamine (0.071 g, 1.1 equiv) After 1 hr, 

10 the volatile was evaporated and the residue was redissolved into EtOAc, washed with 
0.5N HC1, 0.2 N K 2 C0 3 , and saturated aqueous NaCl. The organic layer was dried 
over NajSO^ filtered, evaporated, purified via flash chromatography on silica gel and 
then reacted in 2 mL of trifluoroacetic acid for 16 hrs at room temperature. TFA was 
then evaporated and the residue was redissolved into EtOAc, washed with 0.5N HC1, 

15 0.2 N K 2 C0 3 , and saturated aqueous NaCl. The organic layer was dried over Na^C^, 
filtered, evaporated, and triturated with diethyl ether to give N-(5-bromo-2-pyridinyl)- 
(2-4-[(2-aminosulfonyl)phenyl] phenylaminocarbonyl)5-methyl-pyrazolcarboxamide 
(0.0024 g, 2%). MS found for C 23 H 19 BrN 6 0 4 S (M+H) + : 555, 557. 

20 Example 133 

N-(5-bromo-2-pyridinyl)-(2-4-[(2-aminosuIfonyl)phenyI]phenylcarbonylamino)- 
5-fluorophenylcarboxamide. 




25 

Step 1: A solution of 5-fluoro-2-nitrobenzoic acid (10.0 g, 54 mmol, 1.0 equiv), 2- 
amino-5-bromopyridine (12.2 g, 1.3 equiv), in 80 mL of pyridine was treated with 
phosphorous oxychloride (25.3 g, 3.0 equiv) for 30 min. The volatile was evaporated 
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and the residue was redissolved into EtOAc, washed with IN HO, saturated aqueous 
NaHC0 3 and saturated aqueous NaCl. The organic layer was dried over Na^O^ 
filtered, and evaporated. The volatile was evaporated, and the product was triturated 
with diethyl ether to give N-(5-bromo-2-pyridinyl)-(2-nitro)-5- 
5 fluorophenylcarboxamide (12.5 g, 68%). MS found for C 12 H 7 BrFN 3 0 3 (M+H) + : 340, 
342. 

Step 2: A solution of N-(5-bromo-2-pyridinyl)-(2-nitro)-5-flurophenylcarboxamide 
(2.0 g, 5.88 mmol, 1.0 equiv) in 30 mL of EtOAc was treated with SnCl 2 2H 2 0 (5.90 
10 g, 4 equiv) at reflux for 4 h. The volatile was evaporated and the residue was 

redissolved in EtOAc, washed with saturated aqueous NaHC0 3 and IN NaOH. The 
organic layer was dried over MgS0 4 , filtered and evaporated to N-(5-bromo-2- 
pyridinyl)-(2-amino)-5-fluorophenylcarboxamide (1.79 g, 98%). MS found for 
C 12 H 9 BrFN 3 0 (M+H) + : 310, 312. 



Step 3: A mixture of N-(5-bromo-2-pyridinyl)-(2-amino)-5-fluorophenylcarboxamide 
(0.310 g, 1 mmol, 1.0 equiv), 4-[(2-t-butylaminosulfonyl)phenyl]benzoyl chloride 
(0.430 g, 1.3 equiv), pyridine (2 mL) in 10 mL of dichloromethane was stirred at rt 
overnight The volatile was evaporated and the residue was redissolved into EtOAc, 

20 washed with IN HC1, saturated aqueous NaHC0 3 and saturated aqueous NaCl. The 
organic layer was dried over Na^O^ filtered, and evaporated. The intermediate was 
reacted into 5 mL of trifluoroacetic acid at rt overnight. TFA was then evaporated and 
the product was triturated with diethyl ether, and then with chloroform to give N-(5- 
bromo-2-pyridinyl)-(2-4-[(2-aminosulfonyl)phenyl] phenylcarbonylamino)-5- 

25 fluorophenylcarboxamide (120 mg, 21%). MS found for C 25 H 18 BrFN 4 0 4 S (M+H) + : 
569, 571. 

Example 139 



15 
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This compound is prepared according to the procedure described in example 2 with 
the exception of using zinc in acetic acid to reduce nitro-intermediate in step 2. The 
final product was purified by HPLC (CI 8 reversed phase) eluting with 0.5% TFA in 
H 2 0/CH 3 CN. MS found for C 25 H I8 C1FN 4 0 4 S (M+H) + : 525, 527. 

5 

Example 190 




This compound is prepared according to the procedure described in example 2 with 
10 the exception of using 5-acetamido-2-nitrobenzoic acid as the starting material in step 
1. The final product was purified by HPLC (CI 8 reversed phase) eluting with 0.5% 
TFA in H 2 0/CH 3 CN MS found for C 27 H 22 BrN 5 0 5 S (M+H) + : 608, 610. 

Example 191 



Br 
15 

This compound is prepared according to the procedure described in example 2 with 
the exception of the following step lb performed on the nitro-intermediate from step 
1. The final product was purified by HPLC (CI 8 reversed phase) eluting with 0.5% 
20 TFA in H 2 0/CH 3 CN MS found for C 30 H 29 BrN 6 O 4 S (M+H) + : 649, 65 1 . 
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Step lb: A mixture of N-(5-bromo-2-pyridinyl)-(2--nitro)-5-fluorophenylcarboxamide 
(0.68 g, 2 mmol, 1.0 equiv), N-methylpiperazine (0.60 g, 3 equiv), and Cs 2 C0 3 (1.30 
g, 2 equiv) in 5 mL of dimethylformamide was stirred at 90°C overnight. Ethyl acetate 
was added and washed with H 2 0. The organic layer was dried over NajSO^ filtered, 
5 evaporated, purified via flash chromatography on silica gel to give N-(5-bromo-2- 
pyridinyl)-(2-nitro)-5-(4-N-methylpiperazine)phenylcarboxamide (0.54g, 65%). MS 
found for C I7 H 18 BrN 5 0 3 (M+H) + : 419, 421. 




This compound is prepared according to the procedure described in example 5. The 
final product was purified by HPLC (CI 8 reversed phase) eluting with 0.5% TFA in 
H 2 0/CH 3 CN MS found for C 28 H 21 C1N 6 0 4 S (M+H) + : 573, 575. 

15 

Example 193 



N-(5-bromo-2-pyridinyl)-(2-4-[(2- 

aminosulfonyl)phenyl]phenylaminocarbonylamino)-5-fluorophenylcarboxamide. 

20 




Step 3: A mixture of 4-[(2-t-butylaminosulfonyl)phenyl]phenylamine (0.180 g, 1.2 
equiv), N^NP-disuccinimidyl carbonate (0.154 g, 1.2 equiv), 4-methylmorpholine (0.5 
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mL) in 10 mL of acetonitrile was stirred at it for 30 min. N-(5-bromo-2-pyridinyl)-(2- 
amino)-5-fluorophenylcarboxamide (0.155 g, 0.5 mmol, 1.0 equiv) was added and the 
solution was stirred at it for 3 hrs. The volatile was evaporated and the residue was 
redissolved into EtOAc, washed with IN HC1, saturated aqueous NaHC0 3 and 
5 saturated aqueous NaCl. The organic layer was dried over Na^O^ filtered, and 
evaporated. The intermediate was reacted into 5 mL of trifluoroacetic acid at rt 
overnight. TFA was then evaporated and the product was purified by HPLC (CI 8 
reversed phase) eluting with 0.5% TFA in H 2 0/CH 3 CN to give N-(5-bromo-2- 
pyridinyl)-(2-4-[(2-aminosulfonyl)phenyl] phenylaminocarbonylamino)-5- 
10 fluorophenylcarboxamide (0.053 g, 18%). MS found for C 25 H 19 BrFN 5 0 4 S (M+H) + : 
584, 586. 

Pi m ple s 1 94- 1 95 

15 N-(5-bromo-2-pyridinyl)-(2-(4-amidinophenylcarbonyl)amino)5- 
fluorophenylcarboxamide. 




Example 19 4 Example 19 5 

Step 1: A mixture of N-(5-bromo-2-pyridinyl)-(2-amino)5-fluorophenylcarboxamide 

(1.24 g, 4 mmol, 1.0 equiv), 4-cyano benzoyl chloride (0.792 g, equiv), and pyridine 

20 (3 mL) in 15 mL of dichloromethane was stirred at rt overnight. The volatile was 

evaporated and the residue was redissolved into EtOAc, washed with IN HC1, 

saturated aqueous NaHC0 3 and saturated aqueous NaCl. The organic layer was dried 

over Na2S0 4 , filtered, and evaporated to give N-(5-bromo-2-pyridinyl)-(2-(4- 

cyanophenylcarbonyl)amino)5-fluorophenylcarboxamide (1.14 g, 65%). MS found for 

25 C 20 H 12 BrFN 4 O 2 (M+H) + : 439, 441 . 

Step 2: A mixture of N-(5-bromo-2-pyridinyl)-(2-(4-cyanophenylcarbonyl)amino)5~ 
fluorophenylcarboxamide (1.12 g, 2.56 mmol, 1.0 equiv), hydroxylamine-HCl (0.213 
g, 1.2 equiv), and triethylamine (1 mL) in 15 mL of ethyl alcohol was stirred at 50°C 
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overnight. The volatile was evaporated and the residue was redissolved into EtOAc, 
washed with IN HO, saturated aqueous NaHC0 3 and saturated aqueous NaCl. The 
organic layer was dried over NajSO^ filtered, and evaporated to give N-(5-bromo-2- 
pyridinyl)-(2-(4-hydroxyamidinophenylcarbonyl)amino)5-fluorophenylcarboxamide 
5 (compound Example 194) (0.84 g, 70%). One third of this material was purified by 
HPLC (CI 8 reversed phase) eluting with 0.5% TFA in H 2 0/CH 3 CN to yield 0.20 
grams (71%). MS found for C 20 H 15 BrFN 5 O 3 (M+H) + : 472, 474. 

Step 3: A mixture of N-(5-bromo-2-pyridinyl)-(2-(4- 

1 0 hydroxyamidinophenylcarbonyl)amino)5-fluorophenylcarboxamide (0.56 g, 1.19 

mmol, 1.0 equiv) and zinc dust (0.39 g, 5.0 equiv), in 10 mL of acetic acid was stirred 
at it for 45 min. The volatile was filtered and evaporated. The residue was purified by 
HPLC (CI 8 reversed phase) eluting with 0.5% TFA in H 2 0/CH 3 CN give N-(5-bromo- 
2-pyridinyl)-(2-(4-amidinophenylcarbonyl)amino)5-fluorophenyl-carboxamide 

15 (compound Example 195) (0.24 g, 44%). 

MS found for C 20 H 15 BrFN 5 O 2 (M+H) + : 456, 458. 

Example 196 

20 N-(5-bromo-2-pyridinylH2-(4-(l-methyI-2-imadazoIin-2- 
yl)phenylcarbonyl)amino)5-fluorophenylcarboxamide. 




Step 1 : A stream of HCl(g) was bubbled through a 0°C solution of N-(5-bromo-2- 
25 pyridinyl)-(2-(4-cyanophenylcarbonyl)amino)5-fluorophenylcarboxamide (1 .0 g, 2.3 
mmol) in 30 mL of methanol until saturation. The mixture was stirred at rt overnight 
and evaporated. One-fifth of the resulting residue was treated with (2- 
aminoethyl)methylamine (0.10 g) in 10 ml methanol at rt overnight. The solvent was 
removed at reduced pressure and the crude product was purified by HPLC (CI 8 
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reversed phase) eluting with 0.5% TFA in H 2 0/CH 3 CN to give N-(5-bromo-2- 
pyridiny l)-(2-(4-( 1 -methyl-2-imadazolin-2-yl)phenylcarbony l)amino)5- 
fluorophenylcarboxamide (0.082 g, 37%). MS found for C 23 H 19 BrFN 5 0 2 (M+H) + : 496, 
498. 

Examples 197-267 

The following compounds were prepared generally according to the procedure 
described in Example 196. 



cAx„ joxu cro^ a 

cDcx ^a F $x 

*<X "Xl,, ~tx HN xx 

MS(M+H): MS(M+H): MS (M+H): MS (M+H): 

510,512 539,541 526,528 524,526 

Example 197 Example 198 Example 199 Example 200 
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a 



MS (M+H): 
466, 468 





a 



Example 2Q1 



c*x 

MS (M+H): 
440,442 

Example 202 



ax 



MS (M+H): 
482, 484 



Example 203 



ox 

~*x 

MS (M+H): 
480, 482 

Example 204 





XI 

MS (M+H): 
452, 454 



Hzl 





"tX 



CI 

MS (M+H): 
412,414 



P. 




'.DO 
~*X 

MS (M+H): 
452, 454 




MS (M+H): 
412,414 



Ex a mp l e 2 05. 



Example 206 



Examp l e 2Q7 



Example 2Q8 




00 

MS (M+H): 
466, 468 




MS (M+H): 
440,442 




~*X 



MS (M+H): 
482, 484 




"tX 



MS (M+H): 
480, 482 



Example 209 



Example 210 



Examp l e 2 1 1 



Ex a m ple 2 12 



WO 01/19788 



PCT/US00/25196 



149 



O^Cu -C?\Xo H '"Vr ^Vr° 

T OD '^O, '^CX 

^XX "tX "^X ~tX 

MS (M+H): MS (M+H): MS (M+H): MS (M+H): 

498,500 495,497 430,432 458,460 

Example 213 Example 214 Example 2 lg Example 2 1<? 

OV^ xAXo °P r Vr° 

'Ca, 'CO, '^X '^O 

*«X "^X ~*X ^X 

MS (M+H): MS (M+H): MS (M+H): MS (M+H): 

516,518 513,515 548,550 530,532 

Example 217 Example 218 Example 219 Example 220 

Ax* HinJ XX» HrJt €v> "^Vr 

cxx ca, 'co 'Co 

H ^a a tx ~xx ~xx 

MS (M+H): MS (M+H): MS (M+H): MS (M+H): 

426,428 428,430 426,428 428,430 

Example 221 Example 222 Example 223 Example 224 
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CO 

"tX 

MS (M+H): 
452, 454 



Example 225 




ax 

MS (M+H): 
528, 530 





MS (M+H): 
470, 472 



MS (M+H): 
452, 454 



Example 226 



Example 222 



~tX 

MS (M+H): 
498, 500 

Example 22S 



a 





~*X 

MS (M+H): 
560, 562 



MS (M+H): 
544, 546 




° 

"tX *tl 



MS (M+H): 
542, 544 



Example 22 9 



Example 230 



Example 231 



Example 232 




F ca 

"tx 

MS (M+H): 
474, 476 



if 



•OH 




F HN- 



ax 

~tX 

MS (M+H): 
490, 492 




Br 

MS (M+H): 
456, 458 



OH 



H 2 I 




CO 

~tX 

MS (M+H): 
472, 474 



Example 233 



Example 234 



Example 215 



Example 23$ 
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MS (M+H): 
488, 490 




MS (M+H): 
502, 504 




MS (M+H): 
514, 516 



MS (M+H): 
514,516 



Example 237 



Example 238 



Example 239 



Example 240 




MS (M+H): 
470, 472 




Example 241 



MS (M+H): 
484, 486 

Example 242 



CI 




H I 



XL 



MS (M+H): 
482, 484 

Example 243 



MS (M+H): 
496, 498 

Example 244 
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F HI 




MS (M+H): 
470, 472 




Example 253 



MS (M+H): 
484, 486 



Exanple 254 




CO 
"tX 

MS (M+H): 
496, 498 

Example 255 




MS (M+H): 
496, 498 

Example 256 



X 



7 ii 




HN 




MS (M+H): 
444, 446 



.OH 



H 2 N' 




F HN. 



ax 
HN xX 

MS (M+H): 
446, 448 



Example 257 



Example 258 
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Example 259 

N-{2-[N-(5-bromo(2-pyridyl))carbamoyl]-4,5-dimethoxyphenyl}(4- 
cyanophenyl)carboxamide 

5 



OMe 




O 



To a solution of 4,5-dimethoxy-2-nitrobenzoic acid (2.2gm, lOmmol) and 2-amino-5- 
bromopyridine (2.4gm, 14mmol) in anhydrous pyridine (50mL) at 0°C was added 
POCl 3 (1.9mL, 20mmol). After stirring at room temperature for 30min, the reaction 
10 was complete. The mixture was concentrated and diluted with EtOAc (200mL). The 
organic solution was washed with brine, dried and evaporated to give intermediate 
compound 1 (3.0gm, 80%). MS found for C 14 H 12 BrN 3 0 5 (M+H) + : 382.00, 383.95. 

A mixture of intermediate compound 1 (320mg, 0.83mmol) and Sn0 2 -2H 2 0 (900mg, 
15 4.0mmol) in EtOAc (lOmL) was refluxed for 1 hour. Reduction completed. The solid 
was filtered through a celite bed. The filtrate was diluted with EtOAc (50mL), and the 
red solution was washed with IN aq. NaOH solution (x3) and brine, dried and 
evaporated to give intermediate compound 2 (230mg, 78%). MS found for 
C 14 H 14 BrN 3 0 3 (M+H) + : 352.00, 354.05. 

20 

To a solution of intermediate compound 2 (200mg, 0.57mmol) in a mixture of 
pyridine (3mL) and DCM (lOmL) was added 4-cyanobenzoyl chloride (140mg, 
0.85mmol). Precipitate formed immediately and the reaction was complete. The solid 
was collected by filtration and washed with DCM. After drying in vacco, the titled 
25 compound was obtained as a yellow solid in 70% yield (190mg). MS found for 
C 22 H 17 BrN 4 0 4 (M+H) + : 481.00, 483.00. 
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Example 260 



(4,5-.dimethoxy-2-{[4-(l-methyl(2-imidazolin-2- 

yI))phenyl]carbonyIamino}phenyl)-N-(5--bromo(2-pyridyl))carboxamide 



5 



OMe 




Br 



O 



To a solution of compound obtained in Example 259 (lOOmg, 0.20mmol) in 10% 
Et 3 N/pyridine (lOmL) at 0°C was bubbled dry H 2 S gas to saturation. The mixture was 
stirred at ambient temperatures overnight, and the conversion was complete. The 

10 solvent was removed to dryness, and the residue was suspended in anhydrous acetone 
(lOmL), followed by addition of Mel (lmL). The reaction mixture was refluxed for 1 
hour. The solvent was removed by rotary evaporation. To the residue was added 
anhydrous MeOH (lOmL) and N-methylethylenediamine (lmL). The resulting 
mixture was refluxed for 1 hour, concentrated and subjected to RP-HPLC purification 

1 5 to give the title compound. MS found for C 25 H 24 BrN 5 0 4 (M+H) + : 538.1, 540. 1 . 

Example? 251 

4-(N-{2-[N-(5-bromo(2-pyridyI))carbamoyI]-4,5-dimethoxyphenyl}carbamoyl)- 
20 benzenecarbcxamidine 



The title compound was obtained from the Example 259 compound according to the 



procedure described in Example 2. MS found for C 22 H 20 BrN 5 O 4 (M+H) + : 498.1, 
25 500.0. 



OMe 




o 
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Example 262 

N-(5-chloro(2-pyridyl)){2-[(4-cyanophenyl)carbonyIamino]-5-methoxyphenyl}- 
5 carboxamide 



OMe 




O 



This compound was obtained from 5-methoxy-2-nitrobenzoic acid and 2-amino-5- 
chloro-pyridine according to the procedure described in Example 259. MS found for 
10 C 21 H 15 C1N 4 0 3 (M+H) + : 407.0. 

Example 263 

N-(5-chIoro(2-pyridyl))(5-methoxy-2-{[4-(l-methyl(2-imidazolin-2-yI))phenyl]- 
1 5 carbony lamino} pheny I)car box amide 



OMe 




O 



To the suspension of the compound Example 262 (lOOmg) in a mixture of anhydrous 
MeOH (5mL) and EtOAc (5mL) at 0°C was bubbled anhydrous HC1 gas to saturation. 

20 The mixture was stirred at ambient temperatures overnight. The conversion 

completed. The solvent was evaporated to dryness. The residue was dissolved in 
anhydrous MeOH (lOmL), followed by addition of N-methylethylenediamine (lmL). 
The resulting mixture was refluxed for 1 hour, concentrated and subjected to RP- 
HPLC purification to give the title compound 263. MS found for C 24 H2 2 C1N 5 03 

25 (M+H) + : 464. 
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Example 264 



4-(N-{2-[N-(5-chloro(2-pyridyI))carbamoyl]-4- 
methoxyphenyl}carbamoyl)benzene-carboxamidine 



OMe 




CI 



O 



5 



The title compound was obtained from the Example 262 compound by procedures 
according to Example 262. MS found for C 21 H 18 C1N 5 0 3 (M+H) + : 424. 

Example 26$ 

10 

N-(5-chloro(2-pyridyl))[2-({4- 

[imino(methyIamino)mettayl]phenyl}carbonylamino)-5- 
meth oxyphenyl] carboxamide 



The title compound was obtained from N-(5-chloro(2-pyridyl)){2-[(4- 
cyanophenyl)carbonylamino]-5-methoxyphenyl}carboxamide and methylamine 
according to the procedure described in Example 262. MS found for C 22 H 20 ClN 5 O 3 
(M+H) + : 438. 



OMe 




O 



15 



WO 01/19788 



PCT/US00/25196 



157 

Example 266 

[2-({4-[(dimethyIamino)iminomethyI]phenyl}carbonylamino)-5-methoxyphenyl]- 
5 N-(5-chloro(2-pyridyI))carboxamide 



OMe 




O 



The title compound was obtained from N-(5-chloro(2-pyridyl)){2-[(4- 
cyanophenyl)carbonylamino]-5-methoxyphenyl}carboxamide and dimethylamine 
10 according to the procedure described in example 263. MS found for C 23 H 22 C1N 5 0 3 
(M+H) + : 452. 

Exam p le 267 

15 N-(5-chloro(2-pyridyl))(2-{[4-(iminopyrroIidinyImethyl)phenyl]carbonylamino}- 
5-methoxyphenyl)carboxamide 

OMe 




O 



The title compound was obtained from N-(5-chloro(2-pyridyl)){2-[(4- 
cyanophenyl)carbonylamino]-5-methoxyphenyl}carboxamide and pyrrolidine 
20 according to the procedure described in Example 263. MS found for C 25 H 24 C1N 5 03 
(M+H)+: 478. 
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Example 26S 

N-(5-chloro(2-pyridyl))(2-{[4-(iminopiperidyImethyl)phenyl]carbonylamino}-5- 
5 methoxyphenyl)carboxamide 



OMe 




The title compound was obtained from N-(5-chloro(2-pyridyl)){2-[(4- 
cyanophenyl)carbonylamino]-5-methoxyphenyl}carboxamide and piperidine 
10 according to the procedure described in Example 263. MS found for C 26 H 26 C1N 5 0 3 
(M+H) + : 492. 

Example 26 9 

1 5 N-(5-chloro(2-pyridyl))(2-{ [4-(iminomorpholin-4- 

ylmethyl)phenyl]carbonylamin}-5-methoxyphenyl)carboxamide 



OMe 




The title compound was obtained from N-(5-chloro(2-pyridyl)){2-[(4- 
20 cyanophenyl)carbonylamino]-5-methoxyphenyl}carboxamide and morpholine 

according to the procedure described in Example 263. MS found for C 25 H 24 C1N 5 0 4 
(M+H) + : 494.1. 
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Example 27Q 



N-(5-chloro(2-pyridyl))(2-{[4-(imino-l,4-thiazaperhydroin-4- 
5 yImethyl)phenyl]carbonyIamino}-5-methoxyphenyl)carboxamide 



OMe 




ci 



The title compound was obtained from N-(5-chloro(2-pyridyl)){2-[(4- 
cy anopheny l)carbony lamino] -5 -methoxypheny 1 } carboxamide and thi omorpholine 
10 according to the procedure described in Example 263. MS found for C 25 H 24 C1N 5 0 3 S 
(M+H) + : 510. 

Example 271 

15 (2-{[4-(amino(hydroxyimino)methyl)phenyl]carbonyIamino}-5-methoxyphenyl> 
N-(5-chloro(2-pyridyl))carboxamide 



To a suspension of compound N-(5-chloro(2-pyridyl)){2-[(4- 
20 cyanophenyl)carbonylamino]-5-methoxyphenyl}carboxamide (1 50mg) in EtOH 
(lOmL) was added hydroxyamine hydrochloride (80mg) and Et 3 N (200(aL). The 
mixture was stirred at 60°C overnight and the reaction was complete. The solvent was 
evaporated and the crude material was purified by RP-HPLC to give the title 
compound. MS found for C 21 H 18 C1N 5 0 4 (M+H) + : 440.1. 



OMe 




O 
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Example 272 

N-(5-bromo(2-pyridyl)){2-[(4-cyanophenyl)carbonylamino]-5- 
5 methoxyphenyl}carboxamide 



OMe 




O 

This compound was obtained from 5-methoxy-2-nitrobenzoic acid and 2- 
amino-5-bromo-pyridine according to the procedure described in Example 259. MS 
found for C 21 H 15 BrN 4 0 3 (M+H) + : 45 LOO, 453.00. 

10 

Examp l e 27 3 

N-(5-bromo(2-pyridyl))(5-methoxy-2-{[4-(l-methyl(2-imidazoIin-2- 
yI))phenyl]carbonylamino}phenyl)carboxamide 

15 



OMe 




O 



The title compound was obtained according to the procedure described Example 263. 
MS found for C 24 H 22 BrN 5 0 3 (M+H) + : 508, 510. 
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Example 274 



4-(N-{2-[N-(5-bromo(2-pyridyl))carbamoyl]-4- 
5 methoxyphenyl}carbamoyI)benzenecarboxainidine 



OMe 




The title compound was obtained according to the procedure described in Example 
263. MS found for C 21 H 18 BrN 5 0 3 (M+H) + : 468.05, 470.00. 

10 

Example 275 

N-(5-bromo(2-pyridyl))[2-({4- 

[imino(methylamino)methyI]phenyl}carbonylamino)-5- 
1 5 methoxyphenyl] carboxamide 



OMe 




O 



The title compound was obtained according to the procedure described in Example 
263. MS found for C 22 H 20 BrN 5 O 3 (M+H) + : 482, 484. 

20 



WO 01/19788 



PCT/US00/25196 



162 

Example 376 

[2-({4-[(dimethylamino)iminomethyl]phenyl}carbonylamino)-5-methoxyphenyl]- 
5 N-(5-bromo(2-pyridyI))carboxamide 



OMe 




O 



The title compound was obtained according to the procedure described in Example 
263. MS found for C 23 H 22 BrN 5 0 3 (M+H) + : 496.1, 498.1. 

10 

Example 277 

N-(5-chloro(2-pyridyl))(2-{[4-(iminopyrrolidinylmethyl)phenyl]carbonylamino}- 
5-methoxyphenyl)carboxamide 

15 



OMe 




O 



The title compound was obtained according to the procedure described in Example 
263. MS found for C 25 H 24 BrN 5 0 3 (M+H) + : 522, 524. 
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Example 273 

N-( N-(5-bromo(2-pyridyl))(2-{ [4- 
5 (iminopiperidylmethyl)phenyl]carbonylamino}-5-methoxyphenyl)carboxamide 



OMe 




The title compound was obtained according to the procedure described in Example 
10 263. MS found for C 26 H 26 BrN 5 0 3 (M+H) + : 536.1, 538.1. 

Example 279 

N-(5-bromo(2-pyridyI))(2-{[4-(iminomorpholin-4- 
1 5 ylmethyl)phenyl] carbonylamino} -5-meth oxy pheny l)carboxamide 



OMe 




The title compound was obtained according to the procedure described in Example 
263. MS found for C 25 H 24 BrN 5 0 4 (M+H) + : 538.1, 540.1. 

20 
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Example 28Q 

N-(5-bromo(2-pyridyI))(2-{[4-(imino-l,4-thiazaperhydroin-4- 
S yImethyI)phenyl]carbonyIamino}-5-methoxyphenyI)carboxamide 



OMe 




The title compound was obtained according to the procedure described in Example 
263. MS found for C 25 H 24 BrN 5 0 3 S (M+H) + : 554.1, 556.05. 

10 

Example 2gl 

(2-{[4-(amino(hydroxyimino)methyl)phenyl]carbonylamino}-5-methoxyphenyl) 
N-(5-bromo(2-pyridyl))carboxamide 

15 



OMe 




O 



The title compound was obtained according to the procedure described in Example 
270. MS found for C 21 H 18 BrN 5 0 4 (M+H) + : 484.1, 486.0. 



